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m 

$ ^ (i ^ f*I ^ ^ T' ^ 5 ; 1/ ;t ^ i> V - A If m H ?S < b § § 
(PPAR ^:iBS1-)Tif-;^K#{chh PPAR T =^ x h t {.xmm 

^rStC t ^E.-D(DT ^ V y 7t — A{ aM. /5 i^it 6 r 
m)ifi\ih ^it\:.ibm^(DmmmX'm^^tlX\^^{Proc, Satl. Acad. 
Sci., 1992. 89. 4653)o 3 © f*l ??kla\tmmm.<omit1^(D^\^m- 

(Endocrinology, 1995, 137, 354). flUKK ©fti»-?>ifflJiat*l»3i tz i§ 
mt^MB^ (0»J^«7''>;u CoA^figSS^, fltJK»Kl^^^>/i^M 

-^u^jt^a Run \y XT-D-ju^tpi^mw(Di^mizmm 

tST^K'jTt^^ >/-?^(AiaiI.CIII)3lfE^®^31<&jE-^t{C^Ji|I t 
T^^2.o PPAR/ffli#^afla«:tf 'C^i: U-r^<*:|^§i^M{C#iifl<j{c^ 
MbX\,^iom^f^X\t PPAR/ff ®^Sfi<Jiiat3■^^^TIi^0^T•*5o 
PPARr {i flilW^IIStC 115^31 UT ^^ TBI JS^iSBflao^-fbt g|4 UTV^:5 
iJ. Lipid. Res. ,mS, 37, 907)o c: ©^tC PPAR CD^&T'f y 7 ;t- A 
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0 (c/.5io;.C/iefl.,1998,273,29577).PPARa ©rStt-fb i:ililcf5fliM(=i 

>y>, uv^^)^ y o^^^f^mmnw^^ yn^Wifi ppARr T*fe 

V^ S (i'j?(/ocriJ2oiogy.,1996. 137. 4189, Ceii.,1995,83.803, 
Ce77., 1995, 83.813) o V^-^X. PPARr ® fe^fSfS'fh * Ji:*: ^ -B- 5 
PPAR7«tt^bm {7^=.7. V) ttJfllilSiSTII^: tTS57?*So 

d o « tc p p A R I ^ d IE a ® fli JK iffl sa tc f s fg s «i 

^^tric!i®ft^l8gi5«|«{3g|t5fS:S!l^#^Si:. PPARI^JCh h 
® PPAR > K i: UTilgje^bt h PPAR ^m^itL o ^it'^m 
^ fj SSI" S * i)* "t t n « «| St) r 1^ S W «J ;^ * - X A {w J; S H » T 
ffl S tJ^ / X li Jfli Jig K ( 3 b ;^ 7^ o - ; 1/ s 14 fli S ® 3R ) T 

PPARaO'J:i?> K i: bT PPARa t -S-fb^^tc 
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itTy^h' y^<Di^m^X'$> ^ m,(Dmiziy h ^ d- a p-450 izj: 

^mih^^ft- LT^ HETE( t KD^i/x^Di^-T" h7Ji>K)^ 
HEPE(h K o^S/x^' ziV^> 'S' a^ymmOJL^ u -9- y ^ i^iz 
B-mE.S-nE?E^ ifim^ :^ fix :h {Proc. Natl .Acad. 5cj . , 1997, 94, 

3i2)o i^iJ'iyZhi^o^m^o^^mmfMmmmm^iti^m^iztit 

©mfci^ji^b^tli: LTttl^ilBB 55-22636 ^.<l^mm 60-51189 
1^ Pi BS 61-85372 1^ §9 BS 61-286376 ItPI^ 1-131169 If 
P§¥ 2-83384 -t. 5-213913 -t^ 8-333355 9^m¥ 

9-48771 -tx 4f§§¥ 9-169746 ^. 3 - o ;li|ff|:^§§^ 0441605 
WO-92/07839^^©^7'\; U S^* >-2,4-i^;?t- >g|?e<*:^*sM ^)nT l> 

PPAR a{^lft<'^ffl;&^^L-t^r^S1t^^{C||UT{i^ WO-97/25042 
W-097/36579 "t^i^il^ ^ ilT ^^ 5 3 ix {nj ti ^, ^ 0J 

it^mt\tm^ifimi3i^ . ^ ??KSia(Dmwf^m^ti'^m'i)^bxms. 

CD v> < §1 ^ -C li * o 

mm^mm(Dm^ifimm±mt fix i o 
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mm±mm^jim^(Dmm^E^t uxip*^^ t k ppar (Dmnn.m 




wo 01/14351 PCT/JPOO/05521 




C O^0J©«6H 1^ ^ t *i -5 O i: 1 5 o 

x-;i/Sx mmm^tzit^mm^^ LTv^T*»av^7xy 

J; t)il{ii"r SCi:6ST-t i)o 




iP*>s -)!9:^(l)-C-a^nS'fl:^^Jii&^(!|^§|^ 8-333355 ^)0-fb 



WO01/143S1 PCT/JPOO/05521 



^^(2) 



' (3) 



m^S»J i: b r li^ll ^ i^* ^ D ^ 4r 5/ ;i/ * ;u ;t? -< K h\ i-(3-(i/ 
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<^ > ^ ^ K 3,4- t K O -3- b K P -4-t ^ V -1,2,3-'^ > 'J h 

» jg {cli o'c ^ 5o°c iz X mm -r i. « i>s T- § -5 o 

(HJS^^J 1 ) 

N-\(4-^> y x:^;i/)^ ^ ;i/1-5-f(2.4-->' ;t =^ 7 f- T \; 'J 

5-[(2,4-i^*3|-:^y ^TV^ ij i/.5.^ ^;i/]-2-^ h =^Pi^$,ilSK 

(422mg,1.50mmol) ^ h x^;|/7' ^ > (0.523inI,3.75mmol)S li^ Jg-fb 
^ ^ \y y (5ml) ^^g^L. ^X^^M#T^OPj^^x^;u 
(0.158ml,1.50mmol)*lJDX. fco 

tK T 10 ^ Jt ^ 4- ^ > ;u :t ^ ^ > i'* ;i/ T ^ > 
(319mg,1.50minol)*i®'fb.^ ^ U > (2inl) iC^i* Llmx. fco gSt' 2 

nilkLmmLrzo ^S^$r*(40ml){C^i*Us 10%mKT-^<4^ u 
30#jt}$Ufco l^^t^x ^S' 7 -;u ^ 7j< O 

S^jg^EtC-CSieS 549mg(77%)©aS<b^tI^^fi)^5^i: UT 
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131.0~132.5'C; 
WM^^M m/z 476(M*); 
7tm^^M(%) €26^2,^20,3: 

C, 65.53; H, 5.08; N, 5.88. 
nmmi%) C, 65.68; H, S.OS; N, 5.91. 

immm 2-3) 
immm 2) 

170.5- 172.0'C; 
SS^^^t m/z 446(M*); 

7C^^*ffffi(%) C25H22N2O4S: 

tf»fil(%) C, 67.25; H, 4.97; N, 6.27. 
MmWi%) C, 67.29; H, 4.99; N, 6.21. 

{mmm z) 

N-U4-y xy jp->7 f-;i/1-5-r(2.4-S?;t ^ V 5^7 'J -:^>-5- 

ikj^ 87.0- 89.0^0; 
U&^^W in/z 462(M*); 

7C^^llf1iS(%) CzsHjjNzOjS-l/SHzO: 
tf^ji(%) C, 64.42; H, 4.84; N, 6.01. 
MmMi%) C, 64.17; H, 4.81; N, 6.03. 
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MeO 






0 H 



m 


A 

A 




Sit 

4^ ifr A 
7f fll W 

(m/z) 


15 Tx 5t 




4 


4-OPh{2-OMe) 




492(M)' 


C„H„N,0,S 


It H ii ;C63.40.H4.9 1 .N5.69 
SSa!a:C63.05.H4.95.N5.57 


5 


4-OPh(3-OMe) 




492(M)* 


C,,H„N,0,S 


ltJ|{i:C63.40.H4.91.N5.69 
9^ilft:C63.13.H4.95.N5.54 


6 


4-OPh(4-OMe) 




492(M)* 


C„H,.N,0,S 


?i-||{i:C63.40.H4.91.N5.69 
$aift:C63.05.H4.99.N5.54 


7 


4-OPh(3-Me) 


154.0-156.0 


476(M)* 


C„H„N,0,S 


ttJKa:C65.53.H5.08.N5.88 
9eaifi:C65.29.H5.16.N5.79 


8 


4-OPh{4-Me) 


146.0-147.0 


476(Mr 


C„H,4N,0,S 


tl'llfi:C65.53.H5.08.N5.86 
|gaia:C65.20.H5.10.N5.87 


9 


4-Ph(4-CI) 


200.0-202.0 


480(M)* 


C„H„CIN,0,S 
•1/4H,0 


gt JHi:C61.85.H4,46.N5.77 
9e9lffi:C61.92,H4.35.N5.74 


10 


4-Ph(4-0M6) 


201.0-202.0 


476{Mr 


C„H„N,0,S 
•1/4H,0 


!t JKi:C64.92,H5.13.N5.82 
llffltt:C65.02.H5.12.N5.81 


t1 


4-OCH,Ph(4-CI) 


158.0-160.0 


510(Mr 


C„H„CIN,0,S 


tt JKl :C61 . 11 .H4.54.N5.48 
lia!lffi:C61.22.H4.53.N5.46 


12 


4-OCH,Ph(4-Ma) 


181.0-183.0 


490(Mr 


C„H„N,0,S 
•1/4H,0 


ttUff :C65.50.H5.39.N5.66 
ll%fi;C65.37.H5.28.N5.57 


13 


4-Ph(4-Ma) 


190.0-192.0 


460(Mr 


C„H„N,0,S 


t1-]lfi:C67.81.H5.25.N6.08 
SS9l{i:C67.56.H5.22.N6.02 
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mmm i) 

MMmmm^^^ btz^^}^^^^ 10%^ Ham's F-nt^miZX 

tgntfe cHo mmiz, mm(Dm^m^(D dna m-^w&t^i hm 

??ARaRrfr <D l^f^-^^^iBiochemistry^SSZ, 21,5598) torn 

(STRATAGENE n)RV^m3mmm(0 j3 ^ ^ h i/^-Mr'vT. ^ 
K(Promega ^t)^ 'j 4^ 7 x ^ h T ^ >(C T Sftlfa?S^<g {C T 13 h 7 > 

;^7x^i/3>tfeo ^©^MUt^b^tiSU^^ra^b^t^ (ppARr ® 

^Ill^i: tT(8S)-HETE) ^DMSOtCS*»bs DMSO 

0.01% J: JSC s J; a tCjaitfltl|)5K*l»* Lfe^^SfeiSifa** io%$tf 

Ham'sF-12J§mr-|IS®i UT^a 24 mW4k\Z CAT ^i^RV^ /3 -H 
(^2) 
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mmm 


PPAR a 


PPAR r 




ECso (Mmol/I) 


ECso (Miiiol/I) 


1 


0.44 




2 


0.63 


6.8 


3 


0.24 


0.24 






1.15 






0.72 


(8S)-HETE 


1.3 





H ^ S o 
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1 . 



0 



A- 




MeO 



0 



S 



N 

H 



>=0 



(1) 



3. A A^^fi^ftXttBIIIS^W UT^^T*>av^7 xy dpi/i^-efe 
CD H ± HF § ^ n 5 Ji M V (C CD tK «I «5 o 

5 . ^-[(4-^>i/*;i/;t=^S/7 xr.;i/)^ ^;i/]-5-[(2,4-i--;t^ V5=• 
1 iBi8®'fb^^sc5^®ii^j±fF^$nsi®muf{c€07iciatio 
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6 . N-[{4'y y ^^>y i-;u)^^;u]-5-[(2,4-i/;t=^r v^^t v' 

7 . N-[(\^y i - ;u-4-^' ^;U]-5-[(2,4-v:t^ V^'Z V U 

® ^ b ^ ti S t/f o lii f J ± ^ g ^ *v ^ CD 7k ffi o 



8. -jK^d) 




9. -jft^d) 
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